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Sir: 

I, Abbie Celniker do declare and state: 

1 . I presently hold the position of Vice President of Biotherapeutics at 
Millennium Pharmaceuticals, Inc. Millennium Pharmaceuticals, Inc. is the exclusive licensee 
of the above-identified application ("the '231 application"). My academic and technical 
experience and honors, and a list of my publications are set forth in my curriculum vitae, 
attached as Exhibit 1 . 

2. I have read and am familiar with the following materials: 

a. the '23 1 application; 

b. the claims currently pending in the '231 application; 

c. the Office Action, dated March 5, 2002, issued in connection with the 
'23 1 application; and 

d. Exhibits 2-9 discussed below. 

3. The invention claimed in the '23 1 application is directed to pharmaceutical 
compositions comprising Herpes Virus Entry Mediator ("HVEM") protein. HVEM is also 
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known in the art as TR2 (TNF Receptor-, or TNFR-, related 2), ATAR (another TRAF (TNF 
Receptor Associated Factor)-associated receptor), and HveA (herpesvirus entry protein A). 

4. HVEM is a member of the family of receptors designated the tumor necrosis 
factor receptor/nerve growth factor receptor (TNFR/NGFR) family ('231 specification at page 
1 , last paragraph). HVEM was identified by the present inventors on the basis of its ability to 
confer susceptibility to herpes simplex virus type 1 ("HSV1") upon Chinese Hamster Ovary 
("CHO") cells ('231 specification at pages 10-12). Briefly, as described by the specification, 
CHO cells that do not express HVEM are resistant to HSV1 entry, as evidenced by lack of 
expression of p-galactosidase, a reporter gene carried by the virus employed in the studies 
described in the '23 1 specification, following contacting the cells with the virus. In contrast, 
CHO cells that recombinantly express HVEM are sensitive to HSV1 infection, which is 
evidenced by their expression of the viral reporter (i-galactosidase. 

5. The references attached hereto as Exhibits 3-6, published before what I 
understand is the filing date of the first parent application of the '23 1 application and 
discussed in more detail in Iffl 6-9 below, corroborate that one of ordinary skill in the art 
would recognize that a dominant negative receptor of the TNF receptor family, such as a 
soluble receptor, interferes with binding of a TNF-class ligand to its receptor. These 
references further corroborate that one of ordinary skill in art would recognize that, where a 
TNF-class ligand mediates entry of a pathogen into a host cell, such as a human cell, via a 
TNF receptor family member, a soluble form of the receptor would interfere binding of the 
ligand to the host cells, and therefore inhibit entry of the pathogen into the host cell. 
Accordingly, one of ordinary skill in the art would recognize that a dominant negative form 
of HVEM, such as soluble HVEM, of which the native form (/. e. , cellular membrane-bound 
form) was shown by the inventors to mediate entry of herpes virus into mammalian cells, 
would be useful in inhibiting herpes virus entry into mammalian cells. Thus, one of ordinary 
skill in the art at the time the earliest parent of the '23 1 application was filed would recognize 
that an exogenous HVEM molecule which sequesters herpes virus from binding to cellular 
HVEM and thus interferes with the ability of herpes virus to infect cells could be formulated 
into a pharmaceutical composition for therapeutic or prophylactic use against herpes virus. 
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For these reasons and the reasons discussed in 1fl[6-16 below, one of skill in the art would 
recognize that dominant exogenous HVEM molecules, such as soluble HVEM, can be used 
to treat or prevent infections by HSV. Further, one of skill in the art, using the teachings of 
the specification and routine methodology, would be able to make and administer 
pharmaceutical compositions comprising such HVEM molecules. In particular, 
pharmaceutical formulations are taught in the specification of the '23 1 application, for 
example in Section V at pages 24-25, and are also well known in the art (see, for example, 
Remington's Pharmaceutical Sciences, Alfonso R. Gennaro ed., Mack Publishing Co. Easton, 
Pa., 19th ed., 1995, pp. 1495-1560, attached hereto as Exhibit 2). Methods of administration 
are also both taught in the specification (second paragraph on page 25) and well known to the 
skilled artisan. 

Adminsitration of HVEM Is Expected to Inhibit 
Infection by or Spreading of Herpes Virus 

6. Gray et al ("Gray"), Exhibit 3 attached hereto, establishes that a soluble 
receptor of the TNF receptor family inhibits the biological activity of its ligand. Gray 
demonstrates that conditioned medium from COS cells transfected with the extracellular 
domain of the TNF receptor both inhibited the binding of TNFa to cells which express the 
endogenous, i.e., membrane-bound, receptor by approximately 70% (Fig. 4A at page 7383) 
and inhibited a biological activity of TNFa, induction of cytolysis of WEHI cells, by about 
60% (Fig. 4B at page 7383). 

7. Ashkenazi et al, Exhibit 4 attached hereto ("Ashkenazi"), demonstrates that a 
soluble form of a TNF receptor, namely a fusion protein of the extracellular domain of human 
type 1 TNF receptor and an immunoglobulin ("TNFR-IgG"), inhibits both in vivo as well as 
in vitro biological activity of TNF. In vitro, TNFR-Ig was able to block TNF-induced lysis of 
actinomycin-treated murine cells (Fig. 3 at page 10537). Further, in vivo, administration of 
TNFR-Ig to experimental mice was able to protect the mice against TNF-mediated toxic 
shock induced by Salmonella-derived endotoxin (Fig. 4 at page 10538). Accordingly, 
Ashkenazi establishes that administration of a soluble form of a TNF class of receptor to a 
mammal inhibits the biological activity of the endogenous receptor. 
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8. Ward et ai, Exhibit 5 attached hereto ("Ward"), describes using a soluble form 
of CD4 5 the human immunodeficiency virus ("HIV") entry receptor, comprising two 
extracellular immunoglobulin domains of CD4 and a human immunoglobulin, referred to 
hereinafter as CD4-Ig, to block HIV-1 infection in chimpanzees. A comparison was made of 
the course of HIV infection in chimpanzees treated with CD4-Ig (Animals 37 and 43) prior to 
and following challenging the animals with HIV versus a control animal that received the 
HIV challenge but no CD4-Ig treatment (Animal 62). Although the control chimpanzee, 
Animal 62, showed signs of HIV infection as early as three weeks following the HIV 
challenge, the two chimpanzees that received the CD4-Ig regimen were HIV negative by three 
different assays at the end of the 47-week testing period (Table 1 at page 435). 

9. Greve et aL, attached hereto as Exhibit 6 ("Greve"), describes experiments in 
which the effect of two soluble forms of intercellular adhesion molecule- 1 ("ICAM-1"), the 
receptor of the majority of human rhino viruses, on the binding of human rhinovirus type 3 
(HRV3) to full length ICAM-1 and HRV3 infectivity. One of the soluble forms of ICAM-1 
tested in this study corresponded to the entire extracellular domain of ICAM-1, and the other 
to ICAM-Ts two N-terminal immunoglobulin-like domains, referred to hereinafter as 
tICAM(453) and tICAM(185), respectively. In an in vitro binding assay, both soluble forms 
of ICAM-1 were capable of inhibiting the binding of radiolabeled HRV3 to ICAM-1 
immobilized on a microtiter dish (Fig. 3 A at page 6018). tICAM(453) and tICAM(185) were 
also capable of inhibiting HRV3 infection of HeLa cells (Fig. 3B at page 6018), and further 
inhibited HRV3 replication in HRV3- infected HeLa cells (Fig. 3B at page 6018). 

10. I conclude, based on the references described in fflf 6-9 above and the data 
described in the '23 1 specification, that recombinant HVEM would bind to and sequester 
HS V 1 particles, thereby preventing their binding to cellular HVEM or any other cellular 
receptor, thus preventing HSV1 infection of cells or the spread of HSV1 from cell to cell 
following infection. 
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Soluble HVEM Is Expected to Be Useful in Treating or Preventing HSV Infections 

1 1 . Wild-type HSV- 1 can use HVEM for cellular entry, as transfection of CHO 
cells with HVEM renders them susceptible to HSV-1 ('231 specification, page 13 at second 
paragraph). Viral entry through HVEM is thought to be at least in part mediated by HSV 
viral envelope glycoprotein D, or gD ('231 specification, page 13 at third paragraph). 

12. A phenomenon called gD-interference has been observed for herpes viruses. 
Briefly, gD interference refers to cellular resistance to herpesvirus infections in cells in which 
wild-type gD is expressed. The inventors of the '23 1 application observed gD interference of 
HSV1 infections in gD- and HVEM-expressing CHO cells, even when the gD was of HSV2 
origin ('231 specification at pages 13-14). Because gD interference is thought to occur by gD 
sequestration of a cellular receptor, the gD interference observed by the inventors suggests 
that HVEM interacts with gD of both HSV1 and HSV2. This is consistent with the 
hypothesis that gD interference results from competition between cell-associated gD and 
virion-associated gD for a common target, i.e., HVEM. This observation has been verified 
(see, e.g., Montgomery et al., Exhibit 7 attached hereto, and Whitbeck et aL, 1997, Exhibit 8 
attached hereto). 

13. Although HVEM can mediate cellular entry of HSV1 and HSV2 in CHO cells, 
HVEM-expressing CHO cells remain resistant to certain mutant strains of HSV 1 ('23 1 
specification, page 1 3 at third paragraph), suggesting the presence of other receptors. Indeed, 
other receptors for herpesviruses have been identified following the effective filing date of 
the '231 application (see, e.g., background section of Whitbeck et al., 1999, Exhibit 9 
attached hereto). 

14. However, despite the existence of more than one cellular herpesvirus receptor, 
evidence suggests that one particular region of herpesvirus gD protein is responsible for 
binding to a number of these receptors (see, e.g., Whitbeck et al, Exhibit 9, in particular Fig. 
11 at page 9888). 

15. Because herpesvirus gD protein is capable of binding more than one cellular 
receptor through a common domain, one of skill in the art would conclude that obstruction of 

- 5 - NY2- 1319318.4 



*» 

this region in gD would inhibit gD from binding to its cellular receptors and therefore inhibit 
viral infection of cells, in a manner analogous to gD interference among various strains of 
HS V. This is consistent with the observation that the region of gD responsible for binding to 
HVEM and another cellular receptor, HveC, overlaps a region of gD that is recognized by a 
particular class of herpesvirus neutralizing antibodies {see, e.g., Whitbeck et ah, Exhibit 9, in 
particular Fig. 1 1 at page 9888). 

16. In view of the above observations, one of skill in the art would expect that 
soluble HVEM, given its ability to bind to gD of wild type HSV1 and HSV2, would be useful 
in preventing the binding of HSV1 and HSV2 to a cellular receptor, thereby inhibiting 
infection and spreading of these viruses in mammalian cells. 

17. In summary, the teaching presented in the '23 1 application, coupled with the 
state of the art at the time the first parent of the '231 application was filed, would allow one of 
skill in the art to routinely make and use pharmaceutical compositions comprising soluble 
HVEM protein. One of skill in the art would expect administration of such compositions to 
be useful in achieving clinically beneficial results in the treatment or prevention of infections 
by wild type HSV1 and HSV2. 

18. I declare further that all statements made in this Declaration of my own 
knowledge are true and that all statements made on information and belief are believed to be 
true and further that these statements are made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment or both, under 
Section 1001 of Title 18 of the United States Code and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 



Dated: 

Abbie Celniker 
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Exhibit 1 



Curriculum Vitae of Abbie Celniker. 
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Remington's Pharmaceutical Sciences, Alfonso R. Gennaro ed., Mack 
Publishing Co. Easton, Pa., 19th ed., 1995, pp. 1495 to 1560. 

Gray et aL, 1990, "Cloning of human tumor necrosis factor (TNF) receptor 
cDNA and expression of recombinant soluble TNF-binding protein," Proc. 
Nat'l Acad. Sci. U.S.A. 87:7380-7384. 



Exhibit 4: 



Exhibit 5 



Exhibit 6: 



Exhibit 7: 



Exhibit 8 



Exhibit 9: 



Ashkenazi et aL, 1991, "Protection against endotoxic shock by a tumor 
necrosis factor receptor immunoadhesin," Proc Natl Acad Sci U.S.A. 
88(23):10535-39. 

Ward et aL„ 1991, "Prevention of HIV- 1 IIIB Infection in Chimpanzees by 
CD4 Immunoadhesin," Nature 352:434-436. 

Greve et aL, 1991, "Mechanisms of Receptor-Mediated Rhino virus 
Neutralization Defined by Two Soluble Forms of ICAM-l," Journal of 
Virology 65(1 1):6015-6023. 

Montgomery et aL, 1996, "Herpes simplex virus- 1 entry into cells mediated by 
a novel member of the TNF/NGF receptor family," Cell 87:427-436. 

Whitbeck et aL, 1997, "Glycoprotein D of herpes simplex virus (HSV) binds 
directly to HVEM, a member of the tumor necrosis factor receptor superfamily 
and a mediator of HSV entry," J. Virol. 71(8):6083-93. 

Whitbeck et aL, 1999, "The major neutralizing antigenic site on herpes 
simplex virus glycoprotein D overlaps a receptor-binding domain," J. Virol. 
73(12):9879-90. 
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Abbie C. Celniker, Ph.D. 
560 Chestnut Street 
Newton, MA 02468 
Home: 617-332-0067 Fax: 617-969-7030 
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Education : 

1986, Ph.D., Molecular Biology, University of Arizona. Immunological Studies of Human Cathepsin D 

1980, B.A., Biology, University of California, San Diego 

Experience Overview: 

Extensive experience in the area of recombinant protein pharmaceutical development and 
commercialization including; functional area oversight, regulatory submissions, interactions 
with CEBR and CDER, and project team leadership and participation. 

Scientific expertise in the areas of transplantation biology, co-stimulation, growth and wasting. 

Technical expertise in the areas of; monoclonal antibody development and characterization, 
immunoassay and analytical methods development and Preclinical biology. 

Managerial experience including the management of individuals and groups consisting of 
Ph.D., DVM, Post-doctoral and research associate level positions. 

Compliance experience including the organization and maintenance of GLP and GMP 
compliant laboratories and information management systems. 

Translational biology experience focused on the integration of novel analytical methods into 
clinical studies and the movement of therapeutic proteins from research into the clinic. 

Employment: 

June 2000 to Present, Vice President, Biotherapeutics, Millennium Pharmaceuticals, Cambridge, MA. 
Responsibilities include: 

Oversight of the following functional areas: Therapeutic Antibody Technology Group, Protein 
Sciences (discovery and process development), Biological Assay Development, Mouse Models 
Development and the Animal Resources Group. 

Participation on the Discovery Scientific Review Committee, Development Scientific Review 
Committee and Product Team (development portfolio management) 
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October 1999 to June 2000, Assistant Vice President, Predevelopment - Biopharmaceutical Core 
Technologies, Genetics Institute of Wyeth Ayerst Research, Andover/Cambridge, MA. 
Responsibilities included: 

Oversight of the following functional areas: Therapeutic Antibody Technology Group, Research 
Protein Supply, Proteomics, Bioanalytical Sciences, Pharmacokinetic and Pharmacodynamic 
Sciences, Laboratory Animal Resources, Preclinical Scientific Communications, Research 
Operations and the External Research Department. 

Oversight of "predevelopment process" for therapeutic proteins moving from discovery 
research into development (Lead Candidate through IND). 

Preclinical Project Team Leader for the Anti-B7.1/Anti-B7.2 Program in GvHD and Renal 
Transplantation 

November 1993 to June 1999, Director /Senior Scientist of Bioanalytical Sciences at Genetics 
Institute, Andover, MA. Responsibilities included: 

Oversight of the Antibody Technology Group, Bioanalytical Sciences and the Preclinical 
Transcriptional Profiling group (Gene Expression Monitoring). 

The establishment and oversight of a GLP compliant immunoassay lab, including laboratory 
automation (sample tracking, sample manipulation and data transfer), assay validation and 
facility management. 

Member of the Analytical Coordinating Group (ACG) responsible for the immunoassays used 
for identity testing, ligand binding analysis and immunoassays for host cell protein impurities to 
support process and product development. 

Oversight of the assessment and interpretation of anti-product immune responses for 
Preclinical and clinical studies. 

Preclinical Project Team Leader for the Anti-B7.1/Anti-B7.2 Program in GvHD and Renal 
Transplantation 

May of 1993 to November 1993, Associate Director/Senior Scientist, Medicinal and Analytical 
Chemistry, Genetech Inc., South San Francisco, CA. Responsibilities included: 

Oversight of the Bioanalytical Methods Development group, responsible for immunoassay 
development for research, Preclinical, clinical and product development support 

Preclinical Research Project Team Leader for the IGF-1 Program 

June 1986 to May of 1993, Scientist, Medicinal and Analytical Chemistry, Genentech Inc., South San 
Francisco, CA. Responsibilities included: 
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Development of antibodies and immunoassays for the quantitation of human and animal 
growth hormones in serum and urine and the assessment of the anti-growth hormone antibody 
response. 

Development of antibodies and immunoassays for the quantitation of human Insulin-like 
Growth Factor 1 (IGF-1) and IGF-1 binding proteins in serum and urine to support preclinical 
and clinical pharmcokinetics and pharmacodynamics 

Development of antibodies and immunoassays for the quantitation of gamma interferon, TNF- 
alpha, HSA, Human Relaxin, Pro-Relaxin, and Relaxin "A" and "B" chains in serum, urine and 
cell expression systems 

Development of immunoassays for the quantitation of E. coli and CHO derived host cell protein 
impurities 

1984 to 1986, Research Associate, University of Arizona Cancer Center, Veteran's Administration 
Hospital, Tucson, AZ. Responsibilities included: 

Establishment of primary cells lines from prostate tumor and benign prostatic hypertrophy 
specimens. 

Development of assays to differentiate cytostatic from cytotoxic biological response modifiers. 

Development of immunohistochemical staining methods for the detection of prostate cancer 
cells in bone marrow. 

Publications: 

Takai DK, Craighead, N, Saini, A, Celniker, A., Burkly, L.C., Lee, K.P., Chute, J.P., Harlan, D.M. 
and Kirk, A.D. Costimulatory molecules are active in the human xenoreactive T-cell response but 
not in natural killer-mediated cytotoxicity. Transplantation. 2000 Jul 15;70(1):162-7. 

Modi, N., Baughman, S., Paasch, B., Celniker, A., and Smith, S. Pharmacokinetics and 
pharmacodynamics of TP-9201 , a GPIIbllla antagonist, in rats and dogs. J Cardiovasc 
Pharmacol. 1995 Jun; 25(6): 888-97. 

Boguniewicz, M., Martin, R., Martin, D., Gibson, U., Celniker, A., Williams, M., and Leung, D. 
The effects of nebulized recombinant interferon-gamma in asthmatic airways. J Allergy Clin 
Immunol. 1995 Jan;95(1 Pt1):133-5 

Martin, R., Boguniewicz, M., Hensen, J.E., Celniker, A., Williams, M., Giorno, R., and Leung, 
D.Y. The Safety and Effects of Inhaled Interferon Gamma in Normal Human Airways. Am Rev 
of Resp Dis 148: 1677-1682, 1993. 

Hartman, Ml., Clayton, P.E., Johnson Ml. Perlman, A.J., Celniker, A.C., Alberti, K.G.M.M. 
and Thorner, M.O. A Low-Dose Euglycemic Infusion of Recombinant Human Insulin-Like 
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Growth Factor I Rapidly Suppresses Fasting-Enhanced Pulsatile Growth Hormone Secretion in 
Humans. JCI 91: 2453-2462, 1993. 

Stewart, D.R., Overstreet, J.W., Celniker, A.C., Hess, D.L, Cragun, J.R., Boyers, S.P. and 
Lasley, B.L. The Relationship Between HCG and Relaxin Secretion in Normal Pregnancies vs 
Periimpiantation Spontaneous Abortions. Clin Endo 38: 379-385, 1993. 

Simon, C.J.Y., Underwood, LE., Celniker, A. and Clemmons, D.R. 1992. Effects of 
Recombinant Insulin-Like Growth Factor-I (IGF-I) and Growth Hormone on Serum IGF-Binding 
Proteins in Calorically Restricted Adults. J. Clin Endocrinol. Metab. 75: 603-608, 1992 

Lieberman, SA, Bukar, J, Chen, SA, Celniker, AC, Compton, PG, Cook, J, Albu, J, Perlman, 
AJ, and Hoffman, AR. 1992. Effects of Recombinant Human Insulin-Like Growth Factor-I 
(rhIGF-l) on Total and Free IGF-I Concentrations, IGF Binding Proteins, and Glycemic 
Response in Humans. J. Clin Endocrinol Metab. 75: 30-36,1992. 

Albini, C.H., Sotos, J., Sherman, B., Johanson, A., Celniker, A., Hopwood, N., Quattrin, T., 
Mills, B., and MacGillivray, M.H. 1991. Diagnostic Significance of Urinary Growth Hormone 
Measurements in Children with Growth Failure: correlation between serum and urine GH. 
Pediatric Research 29: 619-622, 1991. 

Ferraiolo, B.L., Winslow, J., Laramee, G., Celniker, A and Paul Johnston. The 
Pharmacokinetics and Metabolism of Human Relaxins in Rhesus Monkeys. Pharmaceutical 
Research, 8: 1032-1038,1991. 

Girard, J., Celniker, A., Price, A., Tanaka, T., Walker, J., Welling, K., and Albertsson-Wikland, 
K. Urinary Measurement of Growth Hormone Secretion. Acta Paediatr Scad [Suppl], 366: 
149-154, 1990. 

Stewart, D.R., Celniker, A.C., Taylor, C.A., Gragun, J.R., Overstreet, J.W. and Lasley. B.L. 
Relaxin in the Peri-Implantation Period. J. Clin Endocrinol and Met, 70: 1771, 1990 

Celniker A.C., Chen, A.B., Wert, R.M. and Sherman, B.M. Variability in the Quantitation of 
Circulation Growth Hormone Using Commercial Immunoassays. J. Clin Endocrinol and Met, 
68: 469,1989 

Ahmann, R.R., Garewal, H.S., Schifman, R., Celniker, A. and Rodney, S. Intracellular 
Adenosine Triphosphate as a Measure of Human Tumor Cell Viability and Drug Modulated 
Growth. J. In Vitro Cell Dev Biol 23: 474, 1987 

Montgomery, D.W., Celniker, A. and Zukoski, C.F. Didemnin B-An Immunosupressive Cyclic 
Peptide that Stimulates Murine Hemagglutinating Antibody Responses and Induces 
Leukocytosis In Vivo. Transplantation 43: 133, 1987 

Nagle, R.B., Ahmann, F.R., McDaniel, K.M., Paquin, Ml., Clark, V.A. and Celniker, A. 
Cytokeratin Characterization of Human Prostatic Carcinoma and Its Derived Cell Lines. 
Cancer Res 47: 281, 1987 
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Garewal, H.S., Ahmann, F.R., Schifman, R.B. and Celniker, A. ATP Assay: Ability to 
Distinguish Cytostatic from Cytocidal Anticancer Drug Effects. JNCI 77: 1039, 1986 



Abstracts: 

Elias, K, Wilson, M, Fehskens, E, Giltinan, D, Celniker, A, Harrison, D, Tanner, J and Cronin, 
M. Recombinant Human Growth Hormone Sustains Elevated Insulin-Like Growth Factor 
Levels in Immature Rhesus Monkeys. 74th Annual Meeting of the Endocrine Society, San 
Antonio Texas, June 24-27, 1992, pg. 225. 

Harrison, D, Celniker, A, Reifsnyder, D, Sipes, D, Schroeder, K and Gesundheit, N. 
Measurement of Serum Insulin-Like Growth Factor Binding Protein 3 Using a Two Site ELISA. 
74th Annual Meeting of the Endocrine Society, San Antonio Texas, June 24-27, 1992, pg. 295. 

Celniker, AC and Chen, AB. The Use of Antigen ELISAS in the Development of Protein and 
Peptide Pharmaceuticals. 25 Years of Immunoenzymatic Techniques, International Congress, 
Athens Greece, September 9-12, 1991. 

Albini, CH, Celniker, A, Quattrin, T, Fehskens, E, and MacGillivray, M. Comparison of 
Enzyme Linked Immunosorbent Assay (ELISA) Versus Radioimmunoassay (RIA) Methods for 
Quantitation of Urinary Growth Hormone (GH) Output. 73rd Annual Meeting of the Endocrine 
Society, Washington, DC, June 19-11, 1991, pg. 90. 

Wong, J., Celniker, A., Le Thi, P. and Carlton, E. Development of Age and Sex Related 
Reference Values for IGF-I and Comparison to Levels During Treatment with Recombinant 
hGH for GHD. 2nd International Symposium on Insulin-Like Growth Factors/Somatomedins, 
San Francisco, California, January 12-16, 1991, pg. 96. 

Anicetti, V., Smith, C, Pocekay, J. and Celniker, A. Automated Assay Methods for the 
Measurement of Free and Total IGF-I in Human Plasma. 2nd International Symposium on 
Insulin-Like Growth Factors/Somatomedins, San Francisco, California, January 12-16, 1991, 
pg. 99. 

Lieberman, S.A., Chen, S.A., Albu, J., Legaspi, B.V., Maneval, D.C., Celniker, A.C., Compton, 
P., Bukar, J., Hoffman, A.R., and Perlman, A.J. Effects of Multiple Injections of rhIGF-l on Free 
IGF-I Disposition and Glycemic Response in Humans. 2nd International Symposium on 
Insulin-Like Growth Factors/Somatomedins, San Francisco, California, January 12-16, 1991, 

pg- 271. 

Celniker, A.C., Chen, S., Spanski, N., Pocekay, J., and Perlman, AJ. IGF-I: Assay Methods 
and Pharmacokinetics of Free IGF-I in the Plasma of Normal Human Subjects Following IV 
Administration. 72nd Annual Meeting of the Endocrine Society, Atlanta, Georgia, June 20-23, 
1990, pg. 310. 
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Society, Atlanta, Georgia, June 20-23, 1990, pg. 204 

Fehskens, E.F., Fletcher, B.L and Celniker, A.C. A Sensitive ELISA for the Quantitation of 
hGH in Urine. 71st Annual Meeting of the Endocrine Society, Seattle, Washington, June 21- 
24,1989, pg. 445 

Bregman, M.D., Celniker, A., Funk, C. and Meyskens, F.L, Biological Enhancers of Tumor 
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